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made before the expiration of 19 months from the priority date or, where Rule 32 applies, within the time limit under 
Rule 32.2(b). 
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Pi^NT COOPERATION TREATY 

PCT 



INTERNATIONAL SEARCH REPORT 

(PCT Article 1 8 and Rules 43 and 44) 



Applicant's or agenfs file reference 
051023/0108 


FOR FURTHER ®®® Notification of Transmittal of International Search Report 

(Form PCT/ISA/220) as well as, where applicable, item 5 below. 

ACTION 


International application No. 

PCT/ US 00/17868 


International filing date (day/month/year) 


(Earliest) Priority Date (day/month/year) 

28/07/1999 


Applicant 

KIRIN BEER KABUSHIKI KAISHA 



This International Search Report has been prepared by this International Searching Authority and is transmitted to the applicant 
according to Article 18. A copy is being transmitted to the International Bureau. 

This International Search Report consists of a total of 5 sheets. 

[X] It is also accompanied by a copy of each prior art document cited in this report. 



1 . Basis of the report 

a. With regard to the language,. the international search was carried out on the basis of the international application in the 
language in which it was filed, unless otherwise indicated under this item. 



□ 



the international search was canried out on the basis of a translation of the international application furnished to this 
Authority (Rule 23.1(b)). 



b. With regard to any nucleotide and/or amino acid sequence disclosed in the intemational application, the international search 
was carried out on the basis of the sequence listing : 
I I contained in the intemational application in written form. 

filed together with the intemational application in computer readable form. 

furnished subsequently to this Authority in written form. 

furnished subsequently to this Authority in computer readble form. 



□ 
□ 
□ 
□ 

□ 



the. statement that the subsequently furnished written sequence listing does not go beyond the disclosure In the 
international application as filed has been furnished. 

the statement that the information recorded in computer readable form is identical to the written sequence listing has been 
furnished 



2. 
3. 



PC] Certain claims were found unsearchable (See Box I). 
I I Unity of invention is lacking (see Box II). 



4. With regard to the title, 

nn the text is approved as submitted by the applicant. 

I I the text has been established by this Authority to read as follows: 



5. With regard to the abstract, 

pr| the text is approved as submitted by the applicant. 

□ the text has been established, according to Rule 38.2(b), by this Authority as it appears in Box III. The applicant may, 
within one month from the date of mailing of this international search report, submit comments to this Authority. 

6. The figure of the drawings to be published with the abstract is Figure No. 



I I as suggested by the applicant. [X] None of the figures. 

I I because the applicant failed to suggest a figure. 

I I because this figure better characterizes the invention. 
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^NAL SEARCH REPORT 




Application No 
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W 00/17868 



A. pCu.ss.F.CA.^^^^^^ A61K31/17 A61P37/00 C07D213/38 

C07D209/16 C07D215/12 C07D307/68 C07D307/52 C07D317/58 
C07D333/20 C07D207/09 CG7D233/54 C07C323/25 C07C311/18 

AocordBig to Intemalional Patent Classiflcallon (IPC) or to both national cteasifleatton and IPC 

B. FIELDS SEARCHED 

Minimum documentation seardied (classification system followed by classification symbols) 

IPC 7 C07C A61K A61P 



Documentation searched other than minimum documentatton to the extent that such documents are included in the fields searched 



Electronic data base consulted during the International search (name of data base and, where practical, search terms used) 

EPO-Internal , WPI Data, BEILSTEIN Data, CHEM ABS Data, PAJ 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category ° 


Citation of document, with indication, where appropriate, of the relevant passages 


Relevant to daim No. 


X 


EP 0 432 442 A (WARNER LAMBERT CO) 


1-10,25 




19 June 1991 (1991-06-19) 






claims 1-5,11-13; example 16 




X 


PATENT ABSTRACTS OF JAPAN 


1-10,25 




vol. 1998, no. 02, 






30 January 1998 (1998-01-30) 






-& JP 09 278737 A (TANABE SEIYAKU CO LTD), 






28 October 1997 (1997-10-28) 






original JP-document , page 8, table. 






compounds 13 and 14 






abstract 






-/-- 





Further documents are listed in the continuation of box 0. 



El 



Patent family nnembers are listed in annex. 



** Special categories of cited documents : 

'A' document defining the general state of the art which is not 

considered to be of particular relevance 
'E' earlier document but published on or after the international 

filing date 

'L' document which may throw doubts on priority claim(s) or 
which is cited to establish the publication date of another 
citation or other special reason (as specified) 

'O* docunnent referring to an oral disclosure, use, exhibition or 
other means 

*P* document published prior to the international filing date but 
later than the priority date claimed 



later document published after the international filing date 
or priority date and not In conflict with the application but 
cited to understand the principle or theory underlying the 
invention 

document of particular relevance; the claimed Invention 
cannot be considered novel or cannot be considered to 
involve an inventive step when the document Is tai<en alone 

document of particular relevance; the claimed invention 
cannot be considered to involve an Inventive step when the 
document is combined with one or more other such docu- 
ments, such combination being obvious to a person skilled 
in the art. 

document member of the same patent family 



Date of the actual completion of the international search 

24 November 2000 


Date of mailing of the international search report 

13/12/2000 


Name and mailing address of the ISA 

European Patent Office, P.B. 5818 Patentlaan 2 
NL - 2280 HV Rijswijk 
Tel. (+31-70) 340-2040, Tx. 31 651 epo nl. 
Fax: (+31-70) 340-3016 


Authorized officer 

Zervas, B 
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A. CLASSIRCATION OF SUBJECT MATTER , ^ ^^^^ /.^ /^^ ^^-^^^^ /-^ 

IPC 7 C07C311/05 C07D257/04 C07C275/42 C07C275/38 C07C323/43 
C07D277/66 C07D213/75 

According to International Patent Classification (IPC) or to both national classification and IPC 

B. RELDS SEARCHED 

Minimum documentation searched (classification system followed by classification symbols) 



Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 



Electronic data base consulted during the international search (name of data base and. where practical, search temns used) 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category ° 



Citation of document, with Indication, where appropriate, of the relevant 



Relevant to claim No. 



KAZUYA NAKAO ET AL. : "Quantitative 
Structure-Activity Analyses of Novel 
Hydroxyphenylurea Derivatives as 
Antioxidants" 

BIOOGANIC & MEDICINAL CHEMISTRY, 
vol. 6, no. 6, 1998, pages 849-868, 
XP000961127 

page 855; examples 43,44; table 2 

-/-- 



1-10,25 



Further documents are listed in the continuation of box C. 



Patent family members are listed in annex. 



** Special categories of cited documents : 

'A' document defining the general state of the art which is not 

considered to be of particular relevance 
'E' earlier document but published on or after the international 

filing date 

'L' document which may throw doubts on priority claim (s) or 
which is cited to establish the publication date of another 
citation or other special reason (as specified) 

'O' document referring to an oral disclosure, use, exhibition or 
other means 

'P' document published prior to the International filing date but 
later than the priority date claimed 



•y later document published after the international filing date 
or priority date and not In conflict with the application but 
cited to understand the principle or theory underlying the 
invention 

■X" document of particular relevance; the claimed invention 
cannot be considered novel or cannot be considered to 
involve an inventive step when the document is taken alone 

'Y* document of particular relevance; the claimed Invention 

cannot be considered to involve an inventive step when the 
document is combined with one or more other such docu- 
ments, such combination being obvious to a person skilled 
in the art. 

document member of the same patent family 



Date of the actual completion of the international search 

24 November 2000 


Date of mailing of the Intemational search report 


Name and mailing address of the ISA 

European Patent Office. P.B, 5818 Patentlaan 2 
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Authorized officer 

Zervas, B 



Form PCT/ISA/210 (second sheet) (July 1992) 



page 2 of 3, 



INTERN 



NAL SEARCH REPORT 



Interi 

PC 



il Application No 

00/17868 
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Relevant to claim No. 



PATRICK M. O'BRIEN ET AL.: "Inhibitors of 

Acyl-CoA: Cholesterol 0-Acyl Transferase 

(ACAT) as Hypocholesterolemic Agents 

8. Incorporation of Amide or Amine 

Functionalities into a Series of 

Di substituted Ureas and Carbamates. 

Effects on ACAT Inhibition in Vitro and 

Efficacy in Vivo" 

JOURNAL OF MEDICINAL CHEMISTRY., 

vol. 37, 1994, pages 1810-1822, 

XP002153795 

AMERICAN CHEMICAL SOCIETY. WASHINGTON., US 

ISSN: 0022-2623 

page 1812; examples 10A,10B 

WILLIAM J. ROST ET AL. : 

" N-Aral kyl -N-methyl ami noethyl Carbani 1 ates 

as Hypocholesteremic Agents" 

JOURNAL OF PHARMACEUTICAL SCIENCES., 

vol. 56, no. 12, December 1967 (1967-12), 

pages 1598-1603, XP002153796 

WASHINGTON US 

page 1602 -page 1603; claims 49-51; table 
VII 

US 4 880 802 A (RUDOLF SCHOHE ET AL.) 
14 November 1989 (1989-11-14) 
column 59; example 65 

DE 888 699 C (BAYER) 
3 September 1953 (1953-09-03) 
examples 5,8,11 

EP 0 903 349 A (F. HOFFMANN-LA ROCHE) 
24 March 1999 (1999-03-24) 
cited in the application 
claims; examples 



1-10,25 



1,2, 
5-10,25 
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ENT COOPERATION TREATY 



From the INTERNATIONAL SEARCHING AUTHORITY 



PCT 



To: 

FOLEY. & LARDNER 

Attn. BENT, Stephen A. 

3000 K Street, N.W., Suite 500 

Washington, D.C. 20007-5109 

UNITED STATES OF AMERICA 


NOTIFICATION OF TRANSMITTAL OF 
THE INTERNATIONAL SEARCH REPORT 
OR THE DECLARATION 

(POT Rule 44.1) 


Date of mailing 

(day/month/year) 13/1 2/2000 


Applicant's or agent* s file reference 

051023/0108 


FOR FURTHER ACTION See paragraphs 1 and 4 below 


International application No. 

PCT/US 00/17868 


Intematlonat filing date 
(day/month/year) 28/07/2000 


Applicant 

KIRIN BEER KABUSHIKI KAISHA 



1 . The applicant is hereby notified that the International Search Report has been established and is transmitted herewith. 
Filing of amendments and statement under Article 19: 

The applicant is entitled, if he so wishes, to amend the claims of the international Application (see Rule 46): 

When? The time limit for filing such amendments Is normally 2 months from the date of transmittal of the 
International Search Report; however, for more details, see the notes on the accompanying sheet. 



Where? Directly to the 



International Bureau of WIPO 
34, chemin des Colombettes 
121 1 Geneva 20. Switzerland 
Fascimile No.: (41-22) 740.14.35 



For more detailed instructions, see the notes on the accompanying sheet. 



ACTION DUEj 



DOCKETED 
RViDB- , 

Ui-///3/6 / 



□ The applicant is hereby notified that no international Search Report will be established and tf^^- , 

Article 17(2)(a) to that effect is transmitted herewith. j \ //V) 



3. With regard to the protest against payment of (an) additional fee(s) under Rule 40.2. the ap plicant is notified thatpN i .hrucD a 

I — I Uie protest together witti the decision Uiereon has been transmitted to the International qurea u togettie rw ith tiSe 



applicanf s request to fonvard the texts of botii the protest and the decision thereon to thW Ut}&>iynai&d UHlcesr 

I I no decision has been made yet on the protest; the applicant will be notified as soon as a decision is made. 

4. Further action(s): The applicant is reminded of ttie fbllowtng: 

Shortiy after 18 months from the priority date, the International application will be published by the International Bureau. 
If the applicant wishes to avoid or postpone publication, a notice of withdrawal of the international application, or of the 
priority claim, must reach the International Bureau as provided in Rules 90&/S.1 and 90&/5.3. respectively, before the 
completion of ttie technical preparations for intemational publication. 

Wltiiin 19 months from ttie priority date, a demand for intemational preliminary examination must be filed If the applicant 
wishes to postpone the entry into the national phase until 30 months from the priority date (in some Offices even later). 

Within 20 months from the priority date, the applicant must perform the prescribed acts for entry into the national phase 
before all designated Offices which have not been elected in tiie demand or In a later election wittiln 19 monttis from the 
priority date or could not be elected because ttiey are not bound by Chapter II. 



1^ 





Name and mailing address of Uie International Searching Autiiority 
^ European Patent Office, P.B. 5818 Patentiaan 2 
Jm NL-2280 HV Rljswijk 
Wjl Tel. (+31-70) 340-2040, Tx. 31 651 epo nl. 
^SS^ Fav -7n) .-^^n-rviifi 


Auttiorized officer 

John De Bruijn 



Form PCT/ISA/220 (July 1998) 




NOTES TO FORM PCT/IS Aa20 



These Notes are intended to give the basic instructions concerning the filing of amendments under article 19. The 
Notes are based on the requirements of the Patent Cooperation Treaty, the Regulations and the Administrative Instmctions 
under that Treaty. In case of discrepancy kaetween these Notes and those requirements, Vhe latter are applicable. For more 
detaiied information , see also the PCT Applicant's Guide, a publication of WIPO. 

In these Notes, "Article*, "Rule*, and "Section" refer to theprovisions of the PCT. the PCT Regulations and the PCT 
Administrative Instructions respectively. 



INSTRUCTIONS CONCERNING AMENDMENTS UNDER ARTICLE 19 



The applicant has, after having reeehmd the international search report, one opportunity to amend the claims of ttie 
international application. It should however be emphasized that, since all parts of the international application (claims, 
description and drawings) may be amended during the international preliminary examination proce<^re, there is usually 
no need to file amendments of the claims under Article 19 except where, e.g. the applicant wants the latter to be published 
for the purposes of provisional protection or has another reason for amending the claims before international pbulication. 
Furthermore, it should be emphasized that provisional protection is available in some States only. 



What parts of the Internationa application may be amended? 

Under Article 1 9, only the claims may be amended. 

During the international phase, the daima may also be amended (or furttier amended) under Article 34 before 
the International Preliminary Examining Authority. The description and drawings may only be amended under 
Article 34 before the trrtemational Examining Authority. 

Upon entry into the national phase, all parts of the intemational application may be amended under Article 28 
or, where applicable, Article 41 . 



Whan? Within 2 months from the date of transmittal of the intemational search report or 1 6 months from the priority 

date, whichever time limit expires later, tt should be noted, however, that the amendments will t^e considered 
as having been received on time if they are received by the Intemational Bureau after the expiration of the 
applicable time limit but taefore the completion of the technical preparations for intemational publication 
(Rule 46.1). 



Whara not to file the amendments? 

The amendments may only be filed with the Intemational Bureau and not with ttie receiving Office or the 
Intemational Searching Authority (Rule 46.2). 

Where a demand for intemational prePminary examination has been^s filed, see below. 



How? Either by cancelling one or more entire claims, by adding one or more new claims or by amending the text of 

one or more of the claims as filed. 

A replacement sheet must be submitted for each sheet of the daims which, on account of an amendment or 
amendments, differs from the sheet originally filed. 

An the claims appearing on a replacement sheet must t>e numtwred in Arabic numerals. Where a claim is 
cancelled, no renumbering of the other claims is required. In all cases where daims are renumtsered, they must 
be renumbered consecutively (Administrative Instructions, Section 205(b)). 

The amendments must be made In the language In which the International apptication la to be published. 



What documents must/may accompany the amendments? 
Latter (SecUon 205(b)): 

The amendments must lie sutxnitted with a letter. 

The latter wilt not be published with the intemational application and the amended daims. It should not l>e 
confused with the "Statement under Article 1 9(1)" (see below, under "Statement under Article 19(1)"). 

The letter must be In English or French, at the choice of the applicant. However, If the languag of the 
intemational application Is English, the letter must be In English; If the language of the intamatl nai application 
I French, tha latter must ba in Franch. 



Motes to Fomi PCT/ISA/220 (first sheet) (January 1 994) 

BNSOOCIO: <XS1SA220NOENP4J_> 



NOTES TO FORM PCT/ISA/220 (c ntinued) 



The letter must indicate the differences between the claims as filed and the claims as amended, tt must, in 
particular, indteate, in connection with each claim appearing in the international application fit bmg understood 
that identical indications concerning several claims may be grouped),whether 

(i) the claim is unchanged; 

(it) the claim is cancelled; 

(iti) the claim is new; 

(iv) the claim replaces one or mora claims as filed; 

(v) the claim is the result of the division of a claim as filed. 



The Miowing examples illustrate the manner In which amendments must be expialnad In the 
accompanying letter 

1 . (Where originally there were 46 claims and after amendment of some claims there are 51 }: 
"Claims 1 to 29, 31 , 32, 34, 35, 37 to 48 replaced by amended claims bearing the same numbem; 
claims 30, 33 and 36 unchanged; new dainw 49 to 51 added." 

2. (Where originally there were 1 5 claims and after amendment of all claims there are 11]: 
"Claims 1 to 1 5 replaced by amended claims 1 to 1 1 

3. [Where originally there were 14 claims and the amendments consist in cancelling some claims and in adding 
new claims]: 

"Claims 1 to 6 and 1 4 unchanged; claims 7 to 1 3 cancelled; new claims 1 S, 16 and 17 added." or 
"Claims 7 to 13 cancelled; new claims 1 5, 16 and 17 added; all other claims unchanged." 

4. (Where various kinds of amendments are made]: 

"Claims 1-10 unchanged; claims 1 1 to 1 3, 18 and 1 9 cancelled; claims 1 4, 1 5 and 1 6 replaced by amended 
claim 1 4; claim 17 subdivided into amended claims 1 5, 1 6 and 1 7; new claims 20 and 21 added.* 



"Statement under article 1 9(1)" (Rule 46.4) 

The amendments may be accompanied l>y a statement explaining the amendments and indicating any impact 
that such amendments might have on the description and the drawings (which cannot be amended under 
Article 19(1)). 

The statement will be published with the international application and the amended claims, 
it must b& In the language in which the Intetnatlonal apppllcation Is to be putilishsd. 

K must bo bheU not exceeding 500 words if in English or if translated into English. 

It should not be confused with and does not replace the letter indicating the differences Isetween the claims 
as filed and as amended. It must be filed on a separate sheet and must be identified as such a heading, 
preferably by using the words "Statement under Article 1 9( 1 ) .* 

It may not contain any disparaging comments on the international search report or the relevance of citations 
contained in that report. Reference to citations, relevant to a given claim, contained in the intemational search 
report may be made only in connection with an amendment of that claim. 



Consequence if a demand for intemational preliminary examination has already been filed 

If, at the time of filing any amendments under Article 1 9, a demand for intemational preliminary examination 
has already tseen sut>mitted, the applicant must preferably, at the same time of filing the amendments with the 
International Bureau, also file a copy of such amendments with the Intemational Preliminary Examining 
Authority (see Rule 62.2(a), first sentence). 



Consequence with regard to tranalatton of the International application for entry Into the national phase 

The applicant's attenfion is drawn to the fact thai, where upon entry into the national phase, a translation of the 
claim as amended under Article 19 may have to kse furnished to the designated/elected Offices, instead of, or 
in addition to, the translation of the claims as filed. 

For further details on the requirements of each designated/elected Office, see Volume II of the PCT Applicant's 
Guide. 
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ENT COOPERATION TREATY 

PCT 
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international application No. 
PCT/ US 00/ 17868 


International filing date (day/month/^ear) 

28/07/2000 


(Earliest) Priority Date (day/month/year) 

28/07/1999 


Applicant 

KIRIN BEER KABUSHIKI KAISHA 



This International Search Report iias been prepared by tills International Searching Authority and Is transmitted to tiie applicant 
according to Article 18. A copy is being transmitted to the International Bureau. 

This International Search Report consists of a total of 5 sheets. 

PC] It is also accompanied by a copy of each prior art document cited in tills report. 



Basis of the report 

a. Witti regard to the language, the international search was carried out on the basis of the International application in the 
language in which it was filed, unless othenvise indicated under this item. 

I I the International search was carried out on ttie basis of a translation of the International application furnished to this 
' — ' Authority (Rule 23.1 (b)). 

b. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, tiie international search 
was carried out on the basis of tiie sequence listing : 
I [ contained in the intemational application in written form. 

filed togetiier with the intemational application in computer readable form, 
furnished subsequentiy to this Authority in written form, 
furnished subsequently to this Authority in computer readble form. 
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□ 
□ 
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the statement that the subsequentiy furnished written sequence listing does not go beyond the disclosure in the 
international application as filed has been furnished. 

the statement that the information recorded in computer readable form is identical to the written sequence listing has been 
furnished 



2. 
3. 



PC] Certain claims were found unsearchable (See Box i). 
I I Unity of invention is lacking (see Box II). 



4. With regard to ttie title, 

pr| the text is approved as submitted by the applicant 

I I the text has been established by this Autiiority to read as follows: 



With regard to the abstract, 

pT] the text is approved as submitted by the applicant. 

□ the text has been established, according to Rule 38.2(b), by this Authority as It appears In Box III. The applicant may, 
witiiin one mentis from the date of mailing of this intemational search report, submit comments to tills Autiiority. 

The figure of the drawings to be published witti the abstract is Figure No. 

I I as suggested by the applicant. [X| None of the figures. 

I I because ttie applicant failed to suggest a figure. 

because ttiis figure better characterizes the invention. 
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"O" document referring to an oral disclosure, use, exhibition or 
other means 

•P' document published prior to the intemational filing date but 
later than the priority date claimed 



'T" later document published after the intemational filing date 
or priority date and not in conflict with the application but 
cited to understand the principle or theory undertying the 
invention 
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Although claims 26 - 35 are directed to a method of treatment of the 
human/animal body, the search has been carried out and based on the alleged 
effects of the compounds. 

2, I I Claims Nos.: 

because they relate to parts of the International Application that do not comply with the prescribed requirements to such 
an extent that no meaningful International Search can be carried out, specifically: 



3. I I Claims Nos.: 

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a). 

Box ii Observations where unity of invention is lacicing (Continuation of item 2 of first sheet) 

This international Searching Authority found multiple inventions in this intemational application, as follows: 



1 . I I As all required additional search fees were timely paid by the applicant, this International Search Report covers all 
* — ' searchable claims. 

2. I I As all searchable claims could be searched without effort justifying an additional fee, this Authority did not invite payment 

of any additional fee. 



3. I I As only some of the required additional search fees were timely paid by the applicant, this International Search Report 
^ — ' covers only those claims for which fees were paid, specifically claims Nos.: 



4. I I No required additional search fees were timely paid by the applicant. Consequently, this International Search Report Is 
restricted to tiie invention first mentioned in ttie claims: it Is covered by claims Nos.: 



Remark on Protest | [ The additional search fees were accompanied by the applicant's protest. 

I [ No protest accompanied the payment of additional search fees. 
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Applicant's or agent's file reference 
051023/0108 



FOR FURTHER ACTION 



See Notification of Transmittal of International 
Preliminary Examination Report (Form PCT/I PEA/41 6) 



international iapplication No. 
PCT/USOO/17868 



Intemational filing date (day/month/year) 
28/07/2000 



Priority date (day/month/year) 
28/07/1999 



Intemational Patent Classification (IPC) or national classification and IPC 
C07C275/28 



Applicant 

KIRIN BEER KABUSHIKI KAISHA et al. 



1 . This international preliminary examination report has been prepared by this Intemational Preliminary Examining Authority 
and Is transmitted to the applicant according to Article 36. 

2. This REPORT consists of a total of 6 sheets, Including this cover sheet. 

S This report Is also accompanied by ANNEXES, i.e. sheets of the description, claims and/or drawings which have 
been amended and are the basis for this report and/or sheets containing rectifications made before this Authority 
(see Rule 70.16 and Section 607 of the Administrative Instructions under the PCT). 

These annexes consist of a total of 8 sheets. 



3. This report contains indications relating to the following items: 

I S Basis of the report 
Priority 

Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 
Lack of unity of Invention > - , 

Reasoned statement under Article 35(2) with regard to novelty, inventive step or Industrial applicability; 
citations and explanations suporting such statement 

Certain documents cited 

Certain defects in the international application \ 
Certain observations on the international application 



II 


□ 


ill 

IV 


□ 


V 




VI 


□ 


VII 


□ 


VIII 





Date of submission of the demand 
26/02/2001 



Date of completion of this report 
12.10.2001 



Name and mailing address of the intemational 
preliminary examining authority: 

Europ an Patent Office 
D-80298 Munich 

Tel. +49 89 2399 - 0 Tx: 523656 epmu d 
Fax: +49 89 2399 - 4465 



Authorized officer 

Seelmann, M 

Telephone No. +49 89 2399 8335 
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INTERNATIONAL PRELIMINARY 
EXAMINATION REPORT 



International application No. PCT/USOO/1 7868 



I. Basis of the report 

1 . With regard to the elements of the International application (Replacement sheets which have been furnished to 
the receiving Office in response to an invitation under Article 14 are referred to in this report as "originally filed" 
and are not annexed to this report since they do not contain amendments (Rules 70, 16 and 70.17)): 
Description, pages: 

1 -1 00 as originally filed 
Claims, No.: 

2-41 as originally filed 

1 with telefax of 09/07/2001 
Drawings, sheets: 

1/11-11/11 as originally filed 



2. With regard to the language, all the elements marked above were available or furnished to this Authority in the 
language in which the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language: , which is: 

□ the language of a translation furnished for the purposes of the international search (under Rule 23.1 (b)). 

□ the language of publication of the international application (under Rule 48.3(b)). 

□ the language of a translation furnished for the purposes of international preliminary examination (under Rule 
55.2 and/or 55.3). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the 
international preliminary examination was carried out on the basis of the sequence, listing: 

□ contained in the international application in written form. 

□ filed together with the international application in computer readable form. 

□ furnished subsequently to this Authority in written form. 

□ fumished subsequently to this Authority in computer readable form. 

□ The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in 
the international application as filed has been furnished. 

□ The statement that the information recorded in computer reiadable forni is identical to the written sequence 
listing has been furnished. 

4. The amendments have resulted in the cancellation of: 



Form PCT/IPEA/409 (Boxes l-VIII, Sh et 1) (July 1998) 



INTERNATIONAL PRELIMINARY 
EXAMINATION REPORT 



International application No. PCT/USOO/1 7868 



□ the description, 

□ the claims, 



pages: 
Nos.: 



□ the drawings. 



sheets: 



5. □ This report has been established as if (some of) the amendments had not been made, since they have been 

considered to go beyond the disclosure as filed (Rule 70.2(c)): 

(Any replacement sheet containing such amendments must be referred to under item 1 and annexed to this 
report.) 

6. Additional observations, if necessary: 

III. Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 

1 . The questions whether the claimed Invention appears to be novel, to involve an inventive step (to be non- 
obvious), or to be industrially applicable have not been examined In respect of: 

□ the entire intemational application. 
H claims Nos. 26-31 ,33-35. 



□ the said international application, or the said claims Nos. relate to the following subject matter which does 
not require an international preliminary examination {specityi: 



□ the description, claims or drawings (indicate particular elements beloW^ or said claims Nos. are so unclear 
that no meaningful opinion could be formed {specify^: 



□ the claims, or said claims Nos. are so inadequately supported by the description that no meaningful opinion 
could be formed. ' 

IS no international search report has been established for the said claims Nos. 26-31 ,33-35. 

2. A meaningful international preliminary examination cannot be carried out due to the failure of the nucleotide 
and/or amino acid sequence listing to comply with the standard provided for in Annex C of the Administrative 
Instructions: 

□ the written form has not been furnished or does not comply with the standard. 

□ the computer readable form has not been furnished or does not comply with the standard. 

V. R asoned stat m nt under Artici 35(2) with r gard to novelty, inv ntive st p or industrial applicability; 
citations and xplanati ns supporting such statement 
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1. Statement 



Novelty (N) 



Yes: 
No: 



Claims 
Claims 



1-25,32,36-41 



Inventive step (IS) 



Yes: 
No: 



Claims 
Claims 



1-25,32,36-41 



Industrial applicability (lA) 



Yes: 
No: 



Claims 
Claims 



1-25,32-36-41 



2. Citations and explanations 
see separate sheet 

VIII. Certain observations on the international application 

The following observations on the clarity of the claims, description, and drawings or on the question whether the 
claims are fully supported by the description, are made: 
see separate sheet 
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Item III 

Non-establishnrtent of opinion with regard to novelty, inventive step and industrial applicability 

1 . According to Rule 67.1 (iv), the present authority did not examine claims 26-31 and 
33-35 since its subject-matter is directed to a method of treatment of the human or 
animal body. 

1 .1 For the assessment of the present claims 26-31 and 33-35 on the question whether 
they are industrially applicable, no unified criteria exist in the PCT. The patentability 
can also be dependent upon the formulation of the claims. The EPO, for example, 
does not recognize as industrially applicable the subject-matter of claims to the use 
of a compound in medical treatment, but may allow, however, claims to a known 
compound for first use in medical treatment and the use of such a compound for the 
manufacture of a medicament for a new medical treatment. 

Item V 

Reasoned statement under Article 35.2 with regard to novelty, inventive step or industrial and 
applicability; citations and explanations supporting such statement 

D1 EP 0 432 442 A 
D2 JP 09 278 737 A 

D3 N. Kazuya et al., Bioorganic & Medicinal Chemistry, 6(6), 849-868 (1998) 
D4 P. M. O'Brien et al., J. Med. Chem., 37, 1810-1822 (1994) 
D5 W. J. Rost et al., J. Pharma. Sci., 56(12), 1598-1603 (1967) 
D6 US 4 880 802 A 
D7 DE888 699C 

D8 EP 0 903 349 A, cited in the application 
Novelty - Art. 33(2) PCT 

In order to reestablish novelty, the applicant has removed in claim 1 the following options: 
I + n = 1 , Rio = aryl and Ar not 2-hydroxy-5(lower)alkoxyphenyl, pyrene, chrysene or 
phenanthrene. These amendments are allowable. Therefore the derivatives according to 
claims 1-15 and 17-22 and the pharmaceutical composition according to claim 25 can be 
considered novel versus D1-D8. 
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Inventive step - Art, 33f3) POT 

D8 pertains to cyclic amines useful as modulators of chemokine CCR-3 receptor activity. 
The closest urea derivative of D8, example 9 on page 56, to those of the present demand 
differs mainly in that the R^ and R2 groups defined in the present demand are bonded 
together. The technical problem to be solved is to provide other CCR-3 receptor 
antagonists. The solution of the present demand are the derivatives according to claim 1 . 

Even though the synthesized compounds of formula (1) covered the scope of claim 1 , the 
technical effects were only shown for the examples where Rio = H, OH, RCO-OR'; Ar = 
phenyl non-substituted or substituted by Br, CI, F. I, OMe, Me, Ac, CN, SMe, NOg, CO, 
EtOCO, nBuOCO, CF3, <|), 0(\>, naphthyl; I = 1 . In order to be regarded as inventive if use 
must be made of the argument that the effect of the smallest structural change on activity 
can not be predicted (i.e. R/Rg linked or not, D8), compounds differing substantially from 
the examples can not be claimed as they can not be expected to have the required activity 
and as such would not be inventive. Accordingly only the present examples and 
compounds very similar to them can be claimed. No inventive step can therefore be 
recognized for the subject-matters of claims 16, 32 and 36-41 . 

item Vlil 

Certain observations on the international application . 

1. The paragraph on pages 10 (lines 17-20) and 100 (lines 11-17) of the description are 
relating to the "spirit and scope" of the present demand (Guidelines Clll-4.3a POT). 

2. The expressions and/or tenns "and others", "not limited to" and "etc" used throughout 
the description are indefinite, contravening to the requirements of Art. 6 PCT. 
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A compound having the following Formnla: 



Ar. 




RIO 



or a salt, hydrate, or conq)lex thereof, wherein: 
1 and n are independently 0, 1, 2, 3, 4 or 5; 
(1 + n) is 2, 3, 4 or 5; 
XisOorS; 

RIO is sdeaed from the gronp consisting of hydrogen^ hydroxy, CajTCydoallorloxy , 
acyloxy, carboxy, carbamoyl, aqrl, amino, alkylamino, arylamino, acylamino, C|.5alkyl, 
Ci.5alkoxy, aryloxy, alkylcarbamoyl, arylcarhamoyl, alkyloxycarbonyl. 

Wherein the Cj^alkyl. aryl, C,^alkoxy, aryloxy, allgrlcarbamoyl, arylcarbamoyl or 
alkyloxycarbonyl is optionally substituted with one or more groups independently 
selected from the group consisting of carboxy, carbamoyl, allcylcarbamoyl, 
arylcarbamoyl, alkylsulfonyicarbamoyl, arylsulfonylcarbamoyl, alkyloxycarbonyl, 
sulfonyl, alkylsulfonyl, aiylsulfonyl, sulfamoyU alkylsulfamoyl, arylsul&moyl, 
alkylsulfonamide, arylsulfonamide, alkyltfaio, halogen, hydros^, aqjrloxy, C|.salkDxy, 
aryloxy, heteroaryloxy, nitro, amino, acylamino, alkylamino, arylamino. cyano, aryl, 
heteroaryl 



aiylsulfonyl, sulfamoyl, all^lsulfamoyl. arylsulfeunoyl, alkylsulfbnamide, 
arylsulfonamide, allcyltfaio, acyl, acyloxy, hydroxy, and halogm; 
Ar is aryl or heteroaryl 

optionally substimted with one or more groups independently seleaed from the 
group consisting of hydroxy, halogen, trihalometbyl, trihalomethoxy, C,.5alkyl, C,, 
5alko^, cyano, nitro. amino, carboxy, allsyloxycarbonyl, aryhnethyloxycarbonyl, 
carbamoyl, aDcylcarbamoyl, arylcarbamoyl, acyl, acyloxy, snlfbnyl, allgrlsulfbnyl. 



Wherein the aryl or heteroaryl is optionally substituted with one or more 
groups independently selected from the group consisting of C,.5alkyl or Cj. 
5alkoxy, cyano, nitro, amino, acylamino, alkylamino, carboxy, carbamoyl, 
alkylcarbamoyl, arylcarbamoyl, all^lsulfonylcarbamoyl, 
arylsulfonylcarbamoyl, alkyloxycarbonyl, sulfonyl, alldylsnlfonyl. 
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arylsulfonyl, sulfamoyl, alkylsulfamoyl, arylsulfainoyl, aJkylthio, alkylsulfonamide, 

arylsiilfonamide, hydrazino, acylamiao, alkylaiiimo> hydroxyamino, amidino, 

guanidinOy cyanoguanidino, axyl 

pptionaily substituted with one or more groups independently selected from 
the group consisting of hydroxy, halogen, trihalomethyl, C^.^alkyl, 
Bilooxy, cyano. nitro, anuno, carboTcy, carbamoyl, alkylcarbamoyl, 
axylcarbamoylt a^l, ac^loxy, sulfonyl, alkylsulfonyl, arylsulfonyl, 
sulfamoyl, alkylsulfamoyl, arylsulfamoyl, alkylthio, alkylsulfbnamide, 
arylsulfonamide, hydrazino, acylamino, aUg^lamino, hydroxyamxno, 
amidino, guanidino, cyanoguanidino, 

aryloxy 

optionally substituted with one or more groups independently selected from 
fbc group consisting of hydroxy, halogen, trihalomethyl, C,.sallQrl, 
alkoxy» cyano, nitro, amino, carboxy, carbamoyl, alkylcarbamoyl, 
arylcarbamoyl, aqrl, acyloxy, sulfonyl, alkylsutfonyU arylsulfonyl, 
sulfamoyl, all^lsulfamoyl, aiylsulfamoyl, alkylthlo, all^lsulfonamide, 
arylsulfonamide, hydrazine, acylamino, alkylamino, hydroxyamino, 
amidino, guanidino, and cyanoguanidino, 
and heteroaryl 

optionally substituted with one or more groups independehtiy selected from 
the group consisting of hydroxy, halogen, trihalomethyl, Ci.5alkyl, C,^ 
alkoxy, cyano, nitro, amino, carboxy, carbamoyl, alkylcarbamoyl, 
arylcarbamoyl, acyl, acyloxy, sulfonyl, alkylsulfonyl,- arylsulfonyl, 
sulfamoyl, alkylsulfamoyl, arylsulfunoyl, alkyltiiio, aUgrlsulfonaniide, 
arylsulfonamide, hydrazinp, acylamino, alkylamino, hydroxyamino, 
amidino, guanidino, and cyanoguanidino; 

R, 

R2 
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ll 

^N— R» 

wherein R| is: 




p is 0, 1 or 2; 
q is 0. 1 or 2; 

R4 and R4' are independently selected from the group consisting of hydrogen, halogen, C|.s 

alky I, aryl, heteroaryl 

wherein the aiyl or heteroaryl is optionally substituted with one or more groups 
independently selected from the group of consisting of hydrogen, hydroxy^ halogen^ 
trihalomethyl, Ci.^ alkyl, C,.5alkoxy, cyano, nitro, amino, carboxy, carbamoyl, 
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alkylcarbamoyl, arylcarbamoyl, acyl, acyloxy, sulfbnyl, alkylsulfbnyU arylsulfonyl, 
suJfamoyl, alkylsulfamoyl, arylsulfamoyl, alkyldiio, all^lsulfonainide, 
arylsulfonamide, hydrazino, aQrlaxnino, alkylamino, hydroxyamino, amidino, 
guanidinOy and qyanogwanidino; 
and COR^; wberein Rg bydro)^, Ci.5all9l, C].5aIkD^, amxDO, alkylamino or arylamino; 
is aryl or heteroaryl 

optionally substitated with one or more groups independently selected from the 
group consisting of hydroxy, halogen, trihalomethyl, Cusalkyl, alkoxy, cyano, 
nitro, amino, carboxy, carbamoyl, alkylcarbamoyl, arylcarbamoyl, acyl, acylo^gr, 
sulfonyl, alkylsulfonyl, arylsulfonyl, sulfamoyl, allcylsulfiamoyl, arylsulfamoyU 
alkylthio, allcylsulfonamide, aiylsulfonamide, hydrazmo, acylamino, alkylamino, 
hydroxyamino « amidino, guanidino, cyanoguanidino, aryl 

optionally substimted with one or more groups independently selected firom 

the group consisthig of hydroxy* halogen, trihalomethyl, aUl^l, Ci^ 

alkoxy, <7ano, nitro, amino, carboxy, carbamoyl, alkylcarbamoyl, 

azylcarbamoyl, acyl, acyloxy, sulfonyl, all^lsulfbnyl, arylsulfonyl, 

sulfamoyl, alkylsulfamoyl, arylsulfamoyl, alkylMo, alkylsulfonamide, ^ 

aiylsulfonamide, hydrazino, acylamhio, alkylamino, hydroxyamino, 

amidino, guanidino, and cyanoguaniduio, 

I 

and aryloxy 

optionally substituted with one or more groups independendy selected from 

the group consisting of hydroxy, halogen, trihalomethyl, C1.5 aU^rl, Ci.s ' 

alkoxy, cyano, nitro, amino, carboxy, carbamoyl, alkylcarbamoyl, 

arylcarbamoyl, apyl, acyloxy, sulfonyl, alkylsulfonyl, arylsulfonyl, 

sulfamoyl, allgrlsulfamoyl, arylsulfamoyl, alkyltfaio, alkylsulfonamide, 

arylsulfonamide, hydrazino, acylamino, alkylamino, hydroxyamino, 

amidino, guanidino, and cyanoguanidino; * 

R« is selected from the group consisting of hydrogen, hydroxy, halogen, trihalomediyl, C,^ 

alkyi, C1.5 alkoxy, Qrano, nitro, amino, carboxy, carbamoyl, alkylcarbamoyl, 

arylcarbamoyl, acyl, acyloxy, sulfonyl, alkylsulfonyl, arylsulfonyl, sulfamoyl, ' 
alkylsulfamoyl, arylsulfamoyl, alkylthio, alkylsulfonamide. arylsulfonamide, hydrazino, 
acylamino, alkylamino, hydroxyamino, amidino, guanidino, cyanoguanidino, aryl 

I 

i 
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. optionally substimted with one or more groups independently selected from the 
group consisting of hydroxy, halogen, trihalomefliyl, C^^aUcyl, Cj^ alko^, ^ano, 
nitro, amino, carboxy. carbamoyl, alkylcarbamoyU arylcarbamoyl, acyl, acyloxy» 
sulfonyl, alkylsulfonyl, aiylsulfonyl, sulfamoyl, alkylsulfamoyU arylsulfimioy], 
allg^lchio, alkylsulfonamide, arylsulfonaniide, hydrazino, ac^lamino, allcylamiziOi 
hydroxyamino, amidino, guanidino, cyanoguanidino, 
and aryloxy 

optionally substituted with one or more groups independently selected from the 
group consisting of hydroxy, halogen, trihalomediyl, C,^ alkyl. Cm alkoxy, cyano. 
nitro. amino, carboxy, carbamoyl, alkylcarbamoyl, arylcarbanaoyl, acyl, acyloxy, 
sulfonyl, aU^lsulfoig^I, arylsulfonyl, sulfamoyl, alkylsulfamoyl, arylsulfamoyl, 
allcylthio, alkylsulfonaznide, arylsulfonamide, hydrazino, acylamino, alkylamino, 
hydroT^amino, amidino, guanidino, and c^anoguanidino; 
and are independently selected from the group consisting of hydrogen, bydroxy, 
halogen, trihalomethyl, Cj.s allgrl, C1.5 alkoxy, cyano, nitro, amino, carboxy. carbamoyl, 
aUylcarbamoyl, arylcarbamoyi, acyl, acyloxy, sulfonyl, alkylsulfonyl, arylsulfonyl, 
sulfamoyl, alkylsulfamoyl, arylsuifamoyl, alkylthio, alkylsulfbnamide, arylsulfonamide, 
hydrazino, aQ^lamino, alkylamino, hydroxyamino, amidino, guanidino, and 
cyanoguanidino; 

Q, T, U, W and L are independently selected from the group of atoms consisting of C, N, 
O and S; wherein adjacent atoms U-T, T-Q, U-W, W-L may form one or more double 
bonds; 

and R3 are independently selected from the group consisting of Cue aUcyl, Ci^ alkenyl 
and C,^ alkynyl 

optionally substituted with one or more groups independently selected from the 
group consisting of carboxy, carbamoyl, aUylcarbamoyl, arylcarbamoyl, 
all^lsulfonylcarbamoyl, arylsulfonylcarbamoyl, alkyloxycarbonyl, tetrazolyl, 
isoxazolyl, isodxiazolyl, alkylsulfonanoido, arylsulfonamido, sulfonyl, allgrlsulfonyl, 
arylsulfonyl, sul&moyl, alkylsulfooioyl, arylsuliamoyl, alkylsulfonamide, 
arylsulfonamide, alkylthlo, halogen, acyloxy, hydroxy, nitro, amino, acylamino, 
al]g^lamino» cyano, axyl 
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Optionally substituted with one or more groups independently selected from 
the group consisting of C1.5 alkyl or C^^ alkoxy, wherein the alkyl or alkoxy 
may be optionally substituted with carboxy or alkyloxycarbonyl. cyano^ 
nitro, amino, acylamino, alkylamino, carboxy. carbamoyl, alkylcarbamoyl, 
aiylcarbamoyl, alkylsulftmylcarbamoyl, aryisulfonylcarbamoyl. 
alkyloxycarbonyl, tetrazolyl, isoxazolyl* isothiazoIyU alkylsulfiinamido, 
arylsulfonamido, suIfonyU alkylsulfonyl, arylsulfonyl, sttl£u]ioyl> 
alkylsul£amoyl, arylsulfamoyi, alkylsulfbnamide, arylsulfonamide, alkyltfaio, 
acyl, acyloxy» aryloxy, arylmcthyloxy, hydrazino, hydroxyamino, amidino, 
guanidino, cyanoguanidino, hydroxy, and halogen, 
heteroaryl 

optionally substimted with one or more groups independently selected from 
tbR group consisting of C1.5 allgrl or Cj^ aUcoxy which may be optionally 
substituted with carboxy or alkyloxycarbonyl, cyano, nitro, amino, 
aqrlamino, alkylamino^ carboxy, carbamoyl, allg^lcarbamoyl, 
axylcarbamoyl, alkylsulfonylcarbamoyl, aryisulfonylcarbamoyl, 
alkyloxycarbonyl, tetrazolyl, isoxazolyl, isothiazolyl, alkylsulfonamido, 
arylsulfonamido, sulfonyl, all^ylsulfonyl, arylsulfonyl, sulfamoyi, 
alkylsulfamoyi, arylsulfamoyi, alkylsulfonamide, arylsulfonamide, alkylthio, 
acyl, acyloxy, hydrazine, hydroxyamino, amidino, guanidino, 
cyanoguanidino, hydroxy > and halogen, 
C1.5 alkoxy 

optionally substimted with one or more groups independently selected from 
the group consisting of alkyl or C^^ sJkaxy which may be optionally 
substimted with carboxy or aUcyloxycarbonyl, cyano, nitro, amino, 
acylamino, alkylamino, carboxy, carbamoyl, alkylcarbamoyl, 
arylcarbamoyU alkylsulfonylcarbamoyl, aryisulfonylcarbamoyl, 
alkyloxycarbonyl, tetrazolyl, zsoxazolyl, isothiazolyl, alkylsulfbnanudo, 
arylsulfonamido, sulfonyl, alkylsulfonyl, arylsulfonyl, sulfamoyl, 
alkylsulfamoyl, arylsulfamoyl, alkylsulfonamidc, arylsulfonamide, alkylthio, 
acyl, acyloxy, hydrazino, hydroxyamino, amidino, guanidino, 
cyanoguanidino, hydroxy, and halogen, 
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arylmethyloxy 

optionally substituted with one or more groups independently selected &om 
the group consisting of €,.5 aikyl or Ci.^ alkoxy which is optionally 
substituted with carbosey or aIkyloxycarbonyl» cyano, nilro, amino, 
acylamino, alicylamino, carboxy, carbamoyl, allcylcarbanioyl, 
axylcaibamoyl, all^lsulfonylcarbamoyl, axylsulfoqylcarbamoyl, 
alkyloxycarbonyl, tetrazolyl, isoxazolyl, isothiazolyi. all^lsulfonamido, 
azylsulfonamido, suUbnyl, alkylsulfanyl, arylsulfbnyl, sulfiunoyl, 
allcylsnlfamoyl, arylsulSamoyl, alkylsulfonamide^ axylsulfonamide, alkylthio. 
acylt acyloxy, hydrazinot hydroxyamino, amidino, guanidino, 
cyanoguanidino, hydroxy, and halogen, 
C3.7 cycloalkyl 

optionally substituted with one or more groups independently selected £rom 
the group consisting of C1.5 alliyl or Cj.5 allcoxy which is optionally 
substituted with carboxy or alkylojQ^carbonyl, cyano, nitro, amino, 
acylamino, alkylamino, carboxy » carbamoyl, all^lcarbamoyl, 
arylcarbamoyl, alkylsulfonylcaibamoyl, arylsulfonylcarbamoyl, 
alkyloxycaibonyl, tetrazolyU isoxazolyl, isothiazolyl, aU^lsulfbnamido, 
arylsulfonamido, sulibnyl, alkylsttlfonyl, arylsulibnyl, suliamoyl, 
alkylsulfamoyU axylsulfamoyl, alkylsulfbnamlde, arylsulfonamide, alkylthio, 
acyl» acyloxy, hydrazino, hydroxyamino» amidino, guanidino, 
cyanoguanidino, hydroxy, and halogen, 
and heterocycle; 

-."> 

provided that none of Rh Ri, and Rj bond together; 

further provided that Ar is not 2-hydroxy-5-metfaoxyphenyI, 2-hydroxy-5-(Iower> 
alkoxyphenyl, pyrene , chrysene, or phenantibrene: and further provided that when Ar is 
phenyl, 

^Ijf ^R, 

Z is ^2 and is methyl. 
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then R, is not 
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